Introduction: The management of sensitive skin, which affects over 60% of the general population, has been a long-standing challenge for both patients and clinicians. Because defective epidermal permeability barrier is one of the clinical features of sensitive skin, barrier-enhancing products could be an optimal regimen for sensitive skin. In the present study, we evaluated the efficacy and safety of two barrier-enhancing products, i.e.,
INTRODUCTION
Sensitive skin is a skin condition that is hypersensitive to various external stimuli. The prevalence of sensitive skin in the general population is over 60% in both males and females [1] . In the general population, over 50% have suffered sensitive skin for over 5 years, and more than 42% have over a 10-year history of sensitive skin [2] . In over 30% of this population their sensitive skin worsened [2] . The prevalence rate is higher in African-American than in Caucasians, particularly in the genital area [1, 3] . On the face and genital area, females have a higher prevalence than males [1] . Sensitive skin can be caused by a variety of external and internal factors, including sun exposure, psychological stress, wind and hot or cold weather conditions [1] . Among these factors, use of cosmetic products is the most common cause [4] . For example, use of inappropriate washing emulsion can elevate both skin surface pH and transepidermal water loss (TEWL) [5] which in turn can induce or exacerbate cutaneous inflammation [6] [7] [8] [9] . Certain dermatoses, such as atopic dermatitis, are associated with sensitive skin [4] .
The prevention and treatment of sensitive skin have been a challenge for both patients and clinicians due to its uncertain etiology and pathogenesis. However, sensitive skin features a number of abnormalities in its biophysical properties, including increased TEWL and skin erythema index, reduced stratum hydration (SC), and compromised SC integrity. Cho et al. did, however, show no difference in TEWL between sensitive skin and normal skin [10] [11] [12] [13] . Moreover, a marked elevation in both skin surface pH and TEWL are observed in subjects with sensitive skin following topical application of lactic acid [14, 15] . Among these changes, increased TEWL, indicating a disrupted permeability barrier, has significant impact on cutaneous function. First, disruption of permeability barrier induces cutaneous inflammation via stimulation of proinflammatory cytokine release [16] [17] [18] [19] [20] , inflammatory cell maturation and infiltration [9, [21] [22] [23] while inflammation is a pathophysiological feature of sensitive skin [24] . Second, barrier disruption increases the density of mast cell, a major source of histamine, in the dermis [7] whereas release of histamine can cause itching upon external stimuli [25] . The increased histamine could further disrupt epidermal permeability barrier via inhibition of keratinocyte differentiation and lipid production [26, 27] . Third, compromised permeability barrier increases cutaneous sensitivity to allergens through facilitation of allergen penetration [28] while increased transcutaneous penetration of substances is another feature of sensitive skin [29] [30] [31] .
Taken together, compromised epidermal permeability barrier plays a crucial role in the pathogenesis of sensitive skin. Therefore, the strategies to enhance epidermal permeability barrier have been recommended by experts for the management of sensitive skin 
Assessment of Adverse Event
Adverse events were assessed 2 and 4 weeks after treatments, using following numerical grading system: 0, no adverse event; 1, occasionally mild; 2, moderate, but endurable; 3, severe, with predominant symptoms. Subjects with adverse reaction Cgrade 2 were asked to discontinue the trial.
Statistical Analyses
Data are expressed as mean ± SEM except otherwise indicated in the text. Data were analyzed using GraphPad Prism 4 (GraphPad Software, Inc., La Jolla, CA, USA). Nonparametric two-tailed T test was used to determine significant differences between two groups.
RESULTS
Out of 60 subjects, one subject experienced facial redness after application of Atopalm MLE Cream. The subject refused to have a patch test.
The lesion disappeared 1 day after discontinuation of using the cream. The remaining 59 subjects completed the trial with no sign of adverse reaction. The demographic data of these subjects were detailed in Table 2 .
Both Products Improve Epidermal Permeability Barrier
Since Atopalm MLE Cream and Physiogel Intensive Cream contain stratum corneum lipids, which benefit the epidermal permeability barrier [35] [36] [37] , we first assessed epidermal permeability barrier function after topical applications of these products. As shown in Fig. 1a Our prior studies have demonstrated that topical stratum corneum lipids or their containing product improve stratum corneum hydration [38] [39] [40] , which is reduced in sensitive skin [10] . We next determined whether topical treatments with these products also improve stratum corneum hydration in sensitive skin. Indeed, both products significantly increased stratum corneum hydration after 4 weeks of treatment although the improvement of SD standard deviation stratum corneum hydration was not dramatic after 2 weeks of treatment (Fig. 1b) . The improvement in stratum corneum hydration was no different between these two products after 2 or 4 weeks of treatment. Taken together, these results demonstrated that topical applications of either product improves epidermal permeability barrier and stratum corneum hydration in subjects with sensitive skin.
Both Products Improve LASTS
Sensitive skin is characterized by an enhanced response to LAST [30, 31] , which is likely due to poor permeability barrier that facilitates the penetration of lactic acid into skin [28, 29] .
Since both Atopalm MLE Cream and Physiogel
Intensive Cream improved epidermal permeability barrier, we next assessed whether these two products also improve LAST scores. As seen in Fig. 2 Fig. 1 The effects of barrier-enhancing products on the epidermal permeability barrier in subjects with sensitive skin. Subjects' faces with sensitive skin were treated with either Atopalm Ò MLE Cream or Physiogel Ò Intensive Cream twice daily for 4 weeks. TEWL and stratum corneum hydration were measured before, 2 and 4 weeks after treatments as described in ' 'Methods' '. a Depicts the influences of topical products on TEWL after 2 and 4 weeks of treatments. b Displays the effects of topical products on stratum corneum hydration after 2 and 4 weeks of treatments. For both TEWL and stratum corneum hydration, the data were expressed as % changes from baseline. Significances and number of subjects are indicated in the figures. MLE multi-lamellar emulsion, SC stratum hydration, TEWL transepidermal water loss 
DISCUSSION
Sensitive skin is a common skin disorder. The preventive and therapeutic regimens are limited although moisturizers are available [41] [42] [43] . In the present study, we showed that topical applications of these two products improved LAST scores, likely resulting from enhanced epidermal permeability barrier function in subjects with sensitive skin. Although both products contain stratum corneum lipids, which are known to improve epidermal permeability barrier in both normal and diseased skin [36, 37, 44] , topical Atopalm MLE Cream induced a rapid improvement in epidermal permeability barrier after 2 weeks of treatment. In contrast, Physiogel Intensive Cream increased TEWL after 2 weeks of treatment. The mechanisms underlying the difference in the efficacy between the two products are unclear. However, several potential variations in the formulations could affect the efficacy. First, the effects of stratum corneum lipid mixture on epidermal permeability barrier are largely determined by the molar ratio of these lipids [36] . The molar ratio of these lipids could be different between these two products. Second, the composition of the lipid mixture can also affect the efficacy of the products. For example, linoleic acid is not only the structural requirement for barrier formation, but also activates peroxisome proliferator-activated receptor c (PPAR c) [45] .
Activation of PPARc stimulates epidermal lipid production and differentiation, both of which benefit epidermal permeability barrier [46] . The content of linoleic acid in cocos nucifera oil and butyrospermum parkii, sources of linoleic acid in Physiogel Intensive Cream, ranges 3-11% [47, 48] [46, 55] . Thus, the different efficacy of these two products could be attributed to their compositional differences.
Although there were no untreated controls in the present study, the reduced TEWL value unlikely reflected spontaneous remission of disease due to the changes in humidity and/or environmental temperature. The study was carried from April (low humidity, spring) to August (high humidity, summer) during which environmental humidity and temperature gradually increased. Previous studies have shown that TEWL levels are lower in low humidity than in high humidity in both mice and humans [56, 57] . TEWL levels in humans are higher in summer than in winter [58] . However, our results show that TEWL levels were reduced after treatment. Thus, the reduction in TEWL is likely attributable to the products.
Previous studies have shown that disruption of the epidermal permeability barrier enhances percutaneous penetration of a substance [59, 60] , and that enhancement of the epidermal permeability barrier can decrease cutaneous response to irritants [61] and improve inflammation [44] . In addition to facilitating percutaneous penetration of substances, a compromised permeability barrier alone can also provoke inflammation in sensitive skin.
Thus, improved barrier function induced by these two products may not only alleviate inflammation, but may also prevent substances from penetrating the skin, suggesting potential utilization of these products for the prevention and treatment of sensitive skin. The present study also showed that both products increased stratum corneum hydration, which is low in sensitive skin. Previous studies have demonstrated that moisturizers improve sensitive skin. Hence, the beneficial effect of these two products on stratum corneum hydration provides another rationale for their usage in treating sensitive skin. However, whether other products, such as diaper cream, cis-Urocanic Acid emulsion cream and Canoderm that improves epidermal permeability barrier in humans [62] [63] [64] , also benefits sensitive skin, remains to be determined. Moreover, further clinical studies are required to validate the efficacy and safety of these products before they are widely recommended to patients with sensitive skin.
CONCLUSION
Barrier-enhancing products such as Atopalm MLE Cream and Physiogel Intensive Cream are effective for improving the epidermal permeability barrier, stratum corneum hydration and LAST scores. The benefits of barrier-enhancing products means that barrier-enhancing strategies could be a valuable approach for preventing and treating sensitive skin.
ACKNOWLEDGMENTS
Sponsorship for this study was funded in part by the resources and facilities at the Veterans Affairs Medical Center, San Francisco, California, USA, and NeoPharm Co., Ltd., Daejeon, Korea, which sponsored graduate students from Peking University to perform the study. Article processing charges were funded by NeoPharm Co., Ltd., Daejeon, Korea. All authors had full access to all of the data in this study and take complete responsibility for the integrity of the data and accuracy of the data analysis. All named authors meet the International Committee of Medical Journal Editors (ICMJE) criteria for authorship for this manuscript, take responsibility for the integrity of the work as a whole, and have given final approval to the version to be published. Pseudoceramide stimulates peroxisome proliferator-activated receptor-a expression in a murine model of atopic dermatitis: molecular basis underlying the anti-inflammatory effect and the preventive effect against steroid-induced barrier impairment. Arch Dermatol Res. 2015;307:781-92.
Disclosures

